-I 

M 

Of 

Ca 




in 
£ 

3 



SZQ x\> fa ?z. 



• 52 136 

TSISLYMKPPPp QT TGAWVADQFVLY LGSK NAKKEYMGLAIK NDN LyVYHLGMKDVE ILL DSKPVSSWPAYFS IV 



A4G-1 A4G-2 A4G-3 A4G-4 A4G-5 A4G-6 A4G-7 A4G-8 A4G-9 A4G-10 
929 100$ 

KIERVGKHGKVFLTVPSSSSTAEEKFIKKGgFAGDDSLLDLTPEDTVFYyGGVPAKPKLPASLNLPSYSGCLELATL 



A4G-11 A4G-12 A4G-13 A4G-14 A4G-15 A4G-16 A4G-17 A4G-18 A4G-19 
NNDVIS LYN FKHIYNMDPSKSV PCARDK^^ 



a4g-20 a4g-21 a4g-22 a4g-23 a4g-24 a4g-25 a4g-26 a4g-27 a4g-28 

liIhvhgsmffslemrkgylhvfydfgfsngpvhledtl^ 



A4G-29 A4G-30 A4G-31 A4G-32 A4G-33 A4G-34 A4G-35 A4G-36 A4G-37 
11(0 1234 

KKIPFTDIYIGGAPQEVLQSRTLRAHLPIiDINFRGCMKGIQFQKKDFNLLEQTETLGVGYGCPEDSLISRRAYFNGQ 



A4G-38 A4G-39 A4G-40 A4G-41 A4G-42 A4G-43 A4G-44 A4G-45 A4G-46 A4G-47 

121? 1313 
SFIAS IQK ISFFDCFEGGFNF RT lffPNGLLFYYTS^G SDV PSISLD^^ 

A4G-48 A4G-49 A4G-50 A4G-S1 A4C-52 A4G-53 A4G-54 A4G-55 A4G-56 
13H 1390 

SDTRYEL VVDK SRLRGKNPTKG^ Q ^TTEKKFYFGGSPISPQYAHFTGCI^SNAYFTRLDRP VEVE AFQRYSEKVH 



A4G-57 A4G-58 A4G-59 A4G-60 A4G-61 A4G-62 A4G-63 A4G-64 A4G-65 A4G-66 

1351 t4«7 
TSLYECP2ESSPLFLLBKXGKNSSKPKTHKQGEKSKOAPSWDPIGLKFLEQKAPRDSHCHLFSSPRAIEHAYQYGGT 



A4G-67 A4G-68 A4G-69 A4G-70 A4G-71 A4G-72 A4G-73 A4G-74 A4G-75 

11(1 1»4« 
AMSRQEFEHEQ GPF GEKSQFSIRLKT RSSH GMIFYVSPQEEND FM TLFL^ 

A4G-76 A4G-77 A4G-78 A4G-79 A4G-80 A4G-81 A4G-82 A4G-83 A4G-B4 A4G-85 

IMS 1621 
WHDVIFIREKSSGRLVIDGLRVLEERLPPSGAAWKIKGPIYLGGVAPGRAVKNVQITSVYSFSGCLGNLQLMGASIT 



A4G-86 A4G-87 A4G-88 A4G-89 A4G-90 A4G-91 A4G-92 A4G-93 A4G-94 

1122 1491 
SASQTFSVTPCFBGPKETGTYFSTEGGYyVLDBSFHIGLKFEIAFEVRPRSSSGTLVHGHSVHGEYLHVHMRHGQVI 



A4G-95 A4G-96 A4G-97 A4G-98 A4G-99 A4G-100 A4G-101 A4G-102 A4G-103 

1691 1"5 
VKVNNGVRDFSTSVTPKQNLCPGRWHRITVIRpSNWQLDVDSEVKHWGPLNPKPVDBREPVFVGGVPESLLTPRL 



A4G-104 A4G-105 A4G-106 A4G-107 A4G-108 A4G-109 A4G-110 A4G-111 A4G-U2 

1778 111$ 
APSKPFTGCIRHFVIDSRPVSFSKAALVSGAVSINSCPTA 



A4G-113 A4G-114 A4G-115 A4G-116 



Figure 6 



fALKFHIQSPVPAPEPGKNTGPHFVLYMGSRQAT^ 



A5G-1 A5G-2 A5G-3 A5G-4 A5G-5 A5G-6 A5G-7 A5G-8 A5G-9 A5G-10 

2758 2834 
TLQFGHMSVTVEKQMVHEIKGDTVAPGSEGLLNLHPDDFVFYVGGYPSNPTPPEPLRFPGYLGCIEMBTLNEEVVSLY 



A5G-11 A5G-12 A5G-13 A5G-14 A5G-15 A5G-16 A5G-17 A5G-18 

2835 2912 
NFEQTFMLDTAVDKPCARSKATGDPWLTDGSYLDGSGFARISFEKQFSNTKRFDQELRLVSYNGIIFFLKQESQFLCL 



A5G-19 A5G-20 ASG-21 A5G-22 A5G-23 A5G-24 AG5-25 A5G-26 AG5-27 A5G-28 

2913 2980 
AVQEGTLVLFYDFGSGLKKADPLQPPQALTAASKAIQVFLLAGNRKRVLVRVERATVFSVDQDNMLEMADAYYLGGVP 



A5G-29 A5G-30 A5G-31 A5G-32 A5G-33 A5G-34 A5G-35 A5G-36 A5G-37 A5G-38 

2981 3058 
PEQLPLSLRQLFPSGGSVRGCIKGIKALGKYVDLKRLNTTGISFGCTADLLVGRTMTFHGHGFLPLALPDVAPITEVV 



A5G-39 A5G-40 A5G-41 A5G-42 A5G-43 A5G-44 A5G-45 A5G-46 A5G-4 7 

3059 3146 
YSGFGFRGTQDNNLLYYRTSPDGPYQVSLREGHVTLRFMNQEVETQRVFADGAPHYVAFYSNVTGVWLYVDDQLQLVK 



A5G-48 A5G-49 ASG-50 A5G-51 A5G-52 A5G-53 A5G-54 A5G-55 A5G-56 

3X47 3224 
SHERTTPMLQLQPEEPSRLLLGGLPVSGTFBNFSGCISNVFVQRLRGPQRVFDIiHQNMGSVNVSVGCTPAQLIETSRA 



A5G-57 ASG-58 A5G-59 A5G-60 A5G-61 A5G-62 A5G-63 A5G-64 A5G-65 A5G-66 

3225 3302 
TAQKVSRRSRQPSQDLACTTPWLPGTIQDAYQFGGPLPSYLQFVGISPSHRNRLHLSMLVRPHAASQGLLLSTAPHSG 



A5G-67 A5G-68 A5G-69 A5G-70 A5G-71 A5G-72 A5G-73 A5G-74 A5G-75 

3303 3380 
RSPSLVLFLNHGHFVAQTEGPGPRLQVQSRQHSRAGQWHRVSVRWGMQQIQLWDGSQTWSQKALHHRVPRAERPQPY 



A5G-76 A5G-77 ASG-78 A5G-79 A5G-80 A5G-81 A5G-82 A5G-83 A5G-84 A5G-B5 

3381 3458 
TLSVGGLPASSYSSKLPVSVGFSGCLKKLQLDKQPLRTPTQMVGVTPCVSGPLEDGLFFPGSEGWTLELPKAKMPYV 



A5G-86 A5G-87 A5G-88 A5G-89 A5G-90 A5G-91 A5G-92 A5G-93 

3459 3536 
SLELEMRPLAAAGLIFHLGQALATPYMQLKVLTEQVLLQANDGAGEFSTWVTYPKLCDGRWHRVAVIMGRDTLRLEVD 



ASG-94 A5G-95 A5G-96 A5G-97 A5G-98 A5G-99 A5G-100 A5G-101 A5G-102 

3537 3614 
TQSNHTTGRLPESLAGSPALLHLGSLPKSSTARPELPAYRGCLRKLLINGAPVHVTASVQIQGAVGHRGCPSGTLALS 



a5g-103 a5g-104 a5g-105 a5g-106 a5g-107 a5g-108 a5g-109 a5g-110 a5g-111 
kqJkaltqrhakpsvspllh 



A5G-H2 A5G-113 



Figure 7 



PEPTIDES 



Laminin Chain and Amino Acid Sequence Number Amino Acid Sequence 



% Disruption/ 
Disassembly of Fibrillar 
AS (AB:Peptide Molar 

Ratio of 1:6) S~gflXfr 



AG73 


Alpha- 1 chain; residues 2719-2730 


RKRLQVQLSIRT 


46%(S;p<0.01)*** 


A3 


Alpha-3 chain; residues 2243-2254 


KPRLQFSLDIQT 


23%(S;p<0.01) 


A5 


Alpha-5 chain; residues 3275-3286 


RNRLHLSMLVRP 


22%(S;p<0.01) 


C-16 


Gamma- 1 chain; residues 139-150 


KAFDITYVRLKF 


28 % (S; p<0.01)*** 


LAM-L 


Alpha-! chain; residues 2097-2108 


AASIKVAVSADR 


24%(S;p<0.01) 


A-13 


Alpha- 1 chain; residues 97-109 


RQVFQVAYIIIKA 


30%(S;p<0.01)*** 


LI A 1f~* A C 

HA3G45 


All. 1 I » J | | —% t i | o A 

Alpha-3 chain; residues 1 173-1 184 


A SFG FQT FQ PMj 


21 % (o; rxO.UD) 


LI A ir*Ai 
HA3(j47 


AIpna-3 chain; residues 1 lov-2000 


it /"XT' w jt'd xi i /"*k\/ r pi 
HQ I W I KNIA^V 1 L 


Zo tv (o t p<U.UI ) 


U A 1PCO 

HA305© 


Alpha-3 chain; residues 1276-1287 


IP\n/C\/ADI CI c 

IbN V r VQRL^Lb 


32 % (6; p<U.UI)*" 


u a if/in 


Alpha-3 chain; residues 1342-1353 


A 5 r P5> V K V WvJ U A 


% (o, p<U.UI)*" 


Li * in i 
HAiO/1 


Alpha-3 chain; residues 1379-1390 


nACt 1 VT5D C 

rlCLFv^bLLKrKo 


23 % (o, P<U.Uj) 


HA3G74 


Alpha-3 chain; residues 1402-1414 


rt J \/r71 IT/^TI/KIOC 

RGLVFH T u rKisSr 


32 % (a; p<U.Ulj*** 


HA3G75 


Alpha-3 chain; residues 141 1-1422 


KNSFMALYLSKG 


24%(S;p<0.01) 


HA3G76 


Alpha-3 chain; residues 1418-1429 


YLSKGRLVFALG 


26 % (S; rxO.01)*** 


HA3G79 


Alpha-3 chain; residues 1444-1455 


NDGKWHTVVFGH 


27%(S;p<0.01)*** 


HA3G83 


Alpha-3 chain; residues 1477-1487 


GNSTISIRAPVY 


33%(S;p<0.01)*** 


A4G31 


Alpha-4 chain; residues 1 101 -11 12 


LHVFYDFGFSNG 


23%(S;p<0.01) 


A4G82 


Alpha-4 chain; residues 1513-1524 


TLFLAHGRLVFM 


30%(S;p<0.0l)*** 


A5G15 


Alpha-5 chain; residues 2792-2803 


HPDDFVFYVGGY 


30%(S;p<0.01)*** 


A5G35 


Alpha-5 chain; residues 2950-2961 


VLVRVERATVFS 


20%(S;p<0.05) 


A5G46 


Alpha-5 chain; residues 3043-3054 


FLPLALPDVAPI 


21 %(S;p<0.05) 


A5G56 


Alpha-5 chain; residues 3135-3146 


WLYVDDQLQLVK 


27%(S;p<0.01)*** 


A5G71 


Alpha-5 chain; residues 3259-3270 


GPLPSYLQFVGI 


22 % (S; p<0.05) 


A5G80 


Alpha-5 chain; residues 3329-3340 


VQSRQHSRAGQW 


25 % (S; p<0.0!)*** 


A5G81 


Alpha-5 chain; residues 3337-3348 


AGQWHRVSVRWG 


41 %(S;p<0.01)*** 


A5G82 


Alpha-5 chain; residues 3345-3356 


VRWGMQQIQLVV 


29%(S;p<0.01)*** 


A5G84 


Alpha-5 chain; residues 3361-3372 


TWSQKALHHRVP 


27 % (S; p<0.01)*** 


A5G101 


Alpha-5 chain; residues 3516-3527 


DGRWHRVAVIMG 


39%(S;p<0.01)*** 


A5G109 


Alpha-5 chain; residues 3587-3598 


APVNVTASVQIQ 


32%(S;p<0.01)*** 


A5G110 


Alpha-5 chain; residues 3594-3605 


SVQIQGAVGMRG 


23 % (S; p<0.05) 



AjftZ/ 
**< * 

MOt tl 
aJO: 

*tot% 
AM: 3* 



*** Selected for Further Testing 



Figure 8 



PTI- 



DP-OQ 

D-AG73 or 
D-Al 
A 1 -chain 
2719-2730 



DP-002 

D-A13 
A 1 -chain 
97-109 



DP-003 

D-HA3G76 
A3 -chain 
1418-1429 



DP-004 

D-A4G82 
A4-chain 
1513-1524 



DP-005 

D-A5G81 
A5 -chain 
3337-3348 



DP-006 

D-A5G101 
A5 -chain . 
3516-3527 



DP-007 

D-HA3G47 

A3-chain 

1189-2000 



DP-008 

9-HA3G58 

A3-chain 

12,76-1287 



A/Ct3 



A)p:5 



JilOiH 



AJoiiZ 



Structure 



Arg-Lys-Arg-Lue-Gln-Val-Gln-Leu-Ser-Ile-Arg-Thr 



Arg-Gln-Val-Phe-Gln-Val-Ala-Tyr-Ile-ne-De-Lys-AIa 



^"S **! "S "S ^-s ^ S«„ * 



Tyr-Leu-Ser-Lys-GIy-Arg-Leu-Vai-Phe-Ala-Leu-Gly 

**S t ? ° i 9 <> o 



I 1 



• g r 



Thr-Leu-Phe-Leu-Ala-His-Gly-Arg-Leu-Val-Phe-Met 




Ala-Gly-Gln-Trp-His-Arg-Val-Ser-Val-Arg-Trp-Gly 

« \ L I i • . . s 




Asp-Gly-Arg-Trp-His-Arg-Val-Ala-Val-De-Met-Gly 



N' 




His-Gln-Thr-Trp-Thr-Arg-Asn-Leu-Gln-Val-Thr-Leu 




Ile-Ser-Asn-Val-Phe-Val-Gln-Arg-Leu-Ser-Leu-Ser 



fig. ia» 



Formula 



Cfi4Hi2oN240i7 



C74H121N19O17 



Q 3 Hi02Ni6Oi5 



C67H10SN17O14S 



QjHwNaO.s 



C^H^Nz.O.jS 



C66Hi05N 2 lO|9 



C 6l H 10 3N l7 O,8 



MW 



1497.82 



1548.90 



1323.61 



1404.75 



1438.62 



1396.65 



1496.70 



1362.60 



PTI- 


1 SS&CDAb 


Structure 


Formula 


MW 


DP-009 

D-HA3G74 
A3 -chain 
1402-1414 


mi 


Arg-Gly-Leu-Val-Phe-His-Thr-Gly-Thr-Lys-Asn-Ser-Phe 


C66H102N20O18 


1463.67 


DP-010 

D-HA3G83 

A3-chain 

1477-1487 




Gly-Asn-Ser- 1 nr-lle-oer-lle-Arg-Aia-rro- vai- 1 yr 


C 56 H92N 16 0 18 


1277.45 


DP-011 

D-A5G82 
A5 -chain 
3345-3356 


fill lb 


Val-Arg-Trp-Gly-Met-Gln-GIn-ne-Gln-Uu-Val-Val 


C^H.ogN.AfiS 


1456.78 


DP-012 

D-A5GI09 
A3 -chain 
1444-1455 


Alt) * tQ 


Ala-Pro-Val-Asn-Val-Thr-AlarSer-Val-Gln-De-Gln 

o ° 


CssH^NuO.g 


1226.40 


DP-013 

D-rAG73 or 
D-rAl 
A 1 -chain 
r27 19-2730 
or 

2730-2719 


AJOxM 


Thr-Arg-Ile-Ser-Leu-Gln-Val-Gln-Leu-Arg-Lys-Arg 


C64H,20N24O 17 


1497.82 


DP-014 

D-rA13 
A 1 -chain 
r92-l09 
or 

109-92 




Ala-Lys-De-Ile-Ile-Tyr-Ala-Val-Gln-Phe^Val-Gln Arg 

a 

M tor 


C 7 4Hi2lN, 9 0i7 


1547.92 


' DP-015 

D-rHA3G76 
A3 -chain 
rl418-l429 
or 

1429-1418 


Gly-Leu-Ala-Phe-Val-Leu-Arg-Gly-Lys-Ser-Leu-Tyr 


C63HI02NI6OI5 


1323.61 


DP-016 

D-rA4G82 
A4 -chain 
rl513-l524 
or 

1524-1513 


Met-Phe-Val-Leu-Arg-Gly-His-Ala-Leu-Phe-Leu-Thr 

J- 


C67H105N17O14S 


1404.75 



Fig. lab 



PTI- 




! Structure 


Formula 


MW 


DP-or 

D-rA5G81 
• A5 -chain 
! r3337-334 
•or 

| 3348-3337 

{ 

| 


71 

s 

J fay* 


Gly-Trp-Arg-Val-Ser-Val-Arg-His-Trp-Gln-Gly-AIa 


C65H95N23O15 


1438.62 


! DP-Olc 

| D-rA5GlO 
' A5 -chain 
I r35 16-3527 
! or 

| 3527-3516 


J 

fl 


Gfy-Met-Ee-Val-AIa-Val-Arg-His-Trp-Arg-Gly-Asp 




1396.65 


LP-019 

IAG73 orAI 
Al -chain 
2719-2730 


1 - 

1 % 

fifth I 


Arg-Lys-Arg-Lue-Gln-Val-GIn-Leu-Ser-Ile-Arg-Thr 

i r r i / ) i fir ri 


C64H|2oN 2 40i7 


1497.82 


LP-020 

AI3 

A 1 -chain 
92-109 


aJo : ? 


Arg-Gln-Val-Phe-Gln-Val-Ala-Tyr-ne-Ile-ne-Lys-Ala 

; s • « * ! 

i , ,-- f ; r ■ ' ? " r r j I 

-** " ^m" ^m" r-tm 0 ' ^ w'' urn 
• e o o q«oooo«oo 


C74H121NI9017 


1548.90 


1 LP-021 

i HA3G76 
A3 -chain 
1418-1429 

! 


t 


Tyr-Leu-Ser-Lys-Gly-Arg-Leu-Val-Phe-Ala-Leu-Gly 

«o : "* ■ . i N 

, - Ml ! NM "> " J J O ° J 

*" » ? S ° 3 5 o ° ° 
A ° o ° 


C63H 10 2N| 6 O|5 


1323.61 


LP-022 

A4G82 
A4-chain 
! 1513-1524 




Thr-Leu-Phe-Phe-Met-Arg-Leu-Val-His-Ala-Leu-Gly 


QvHiosNjtOuS 


1404.75 


A5G81 I 
A5 -chain 1 
3337-3348 




Ala-Gly-Gln-Trp-His-Arg-Val-Ser-Val-Arg-Trp-GIy 

Til If s s s 8 : • , 


Q5H95N230I5 


1438.62 


LrP-024 1 

A5G101 1 
A5-chain 1 
3516-3527 




Asp-GIy-Arg-Trp-His-Arg-Val-Ala-VaMIe-Met-Gly 

o 




1396.65 



PTI- 




Structure 


Formula 


MW 


LP-025 

p-sheet 
breaker 

or 
iA05 




Leu-Pro-Phe-Phe-Asp 


C 3 3H43N 5 0 8 


637.74 


DP-026 

Trc'n 

5;i-7 


/tiff'*/*- 


Ala-Gly-Gln-Trp-His-Arg-Val 


C38H 5 6Nt409 


852.95 1 


DP-027 

Trc'n 

5;2-8 




Gly-Gln-Trp-His-Arg-Val-Ser 


C38H56N14O10 


868.95 


DP-028 

Trc'n 

5,3-9 




Gln-Trp-His-Arg-Val-Ser-Val 


04,^,40,0 


911.04 


DP-029 
j Trc'n 
5;4-10 

1 

i 


ft) 0'- YS 


Ttp-His-Arg-Val-Ser-Val-Arg 


C 4 2H 66 N, 6 0 9 


939.09 


1 DP-030 
Trc'n 
5;5-ll 


A/v: V* 


His-Arg-Val-Ser-Val-Arg-Trp 

^^^^^^ ^^^^ 


C42H66N 16 0 9 


939.09 


DP-031 

Trc'n 

5;6-12 




Arg-Val-Ser-Val-Arg-Trp-Gly 


C38H62N1409 


859.00 


DP-032 
Trc'n 
6; 1-7 




Asp-Gly-Arg-Trp-His-Arg-Val 


C4oH6oNi60io 


925.02 



PTI- 




Structure 


Formula 


MW 


DP-033 

Trc'n 

6;2-8 




Gly-Arg-Trp-His-Arg-Val-Ala 




881.01 


DP-034 




Arg-Trp-His-Arg-Val-Ala-Val 






Trc'n 
6;3-9 






C42H66N.60,, 


923.09 


DP-035 




Trp-His-Arg-Val-Ala-Val-Ile 






Trc'n 
6;4-10 






C42H65N.308 


880.07 


DP-036 




His-Arg-Val-Ala-Val-Ile-Met 






Trc'n 
6;5-ll 




O ^ ^ \ - 


CjfiHMNnOgS 


825.05 


DP-037 




Arg-Val-Ala-Val-ne-Met-Gly ■ 






Trc'n 

0,0- 1 L 






C^->HfinNioOgS 


744.96 


DP-038 




Thr-Leu-Phe-Leu-Ala-His-Gly 






Trc'n 
4;l-7 






C36H55N9O9 


757.89 












DP-039 


Leu-Phe-Leu-Ala-His-GIy-Arg 






Trc'n 
4;2-8 






CasH^NnOg 


812.97 


DP-040 




Phe-Leu-Ala-His-Gly-Arg-Leu 






Trc'n 
4;3-9 


At): Si 




C 3 8H60N 12 O8 


812.98 



PTI- 




Structure 


Formula 


MW 


DP-041 

Trc'n 

4;4-10 




Leu-Ala-His-Gly-Arg-Leu-Val 


C34H60N.2O,, 


764.93 


DP-042 

Trc'n 

4;5-ll 




Ala-His-Gly-Arg-Leu-Val-Phe 


C37H58N12O8 


798.95 


DP-043 

Trc'n 

4;6-12 

i 


AX?fS9 


His-Gly-Arg-Leu-val-Fne-Met 




859.07 


DP-044 

Trc'n 

15;l-7 




Gly-l^u-Ala-Phe-Val-Leu-Arg 


CjtH^N.oOs 


774.97 


Trc'n 
15;2-8 




T j^ii-Ala-Ph^-VaKT .pii-Arir-Glv 


C37H62N10O8 


774.97 










DP-046 

Trc'n 

15;3-9 




Ala-Phe-Val-Leu-Arg-Gly-Lys 


C37H63NUO8 


789.98 


DP-047 

Trc'n 

15;4-10 




Phe-Val-Leu-Arg-Gly-Lys-Ser 


CjvHcaNuO, 


805.98 


DP-048 

Trc'n 

15;5-11 




Val-Leu-Arg-Gly-Lys-Ser-Leu 


C34H65NM09 


771.96 


DP-049 
ire n 
15;6-2 




Leu-Arg-Gly-Lys-Ser-Leu-Tyr 


C38Hfi5N[ |O|0 


836.01 



